Rationale, Aims and Objectives Evidence-based guidelines constitute a foundation for medical decision making. It is often unclear whether recommendations in general guidelines also apply to older people. This study aimed to develop a methodology to increase the focus on older people in the development of guidelines.
| INTRODUCTION
In current medical practice, evidence-based medicine featuring evidence-based guidelines constitutes an important foundation for medical decision making. Evidence-based treatment of older people and their care is a constant challenge given that this category is significantly underrepresented in scientific research. A key cause of this underrepresentation is that both biomedical research and health care are largely organised around a single disease or disorder. 1 The older population-particularly frail older people-often suffer from multiorgan problems that require a more integrated approach. 2 One of the consequences of this underrepresentation of the older population in biomedical research is that their frequently used medications have not been evaluated. 3 When older people do participate in trials, they are, for the most part, relatively healthy, have relatively little or no comorbidity, and are often not frail. 4 It has already become apparent in healthy older people that outcomes of treatment may differ from those of young adults with the same disease. It is to be expected for frail older people, or those with multimorbidity, that there will be further divergence. 1, 5 In addition, older people are often interested in other outcome measures, such as remaining independent, quality of life, and the prevention of serious side effects. A shorter life expectancy also plays a role in the considerations, whilst shared decision making on whether or not to treat can become complicated. 6 In short, the older population constitute a clinically heterogeneous group of individuals to whom the results of clinical-scientific research into young adults cannot automatically be applied.
Currently, little attention has been paid to this (clinically heterogeneous) group of aged persons in guidelines and certainly not systematically, ie, in all stages of the development process of a guideline. One of the consequences is that it is often not clear whether the guideline recommendations do apply to older people. We aimed to develop a methodology to increase the focus on older people in the development of guidelines.
This methodology is intended both for general guidelines and for guidelines that are specifically aimed at older people as a target group, and it may be used by a guideline working group without specialists in aged care.
| METHODS
A core group consisting of a specialist in internal medicine and geriatrics and 2 guideline methodologists wrote an initial draft text in 2014. This draft text was complementary to an existing Dutch baseline guideline methodology that already takes into account all basic steps for guideline development, including the finalization stage. The document was submitted to a working group of subject matter specialists and a guideline methodologist for comments in several face to face meetings. In 2015, the improved text was submitted to a sounding board group of subject matter experts in the field of geriatric medicine, other diagnostic medical specialities or surgical specialities, and/or experts in the field of guideline development. The suggestions and comments from the members of the sounding board group were processed by the core group, after which the revised version was submitted to the working group for final approval. ends when the working group has a draft guideline ready.
| RESULTS
As treatment may differ depending on the health state of the aged person, the methodology distinguishes 4 groups of older people, ie, persons aged 65 and older. It is noted that category 4 partly overlaps with categories 2 and 3:
1. Relatively healthy older people;
2. Older people with 1 additional specific (interfering) comorbid condition (disease, disorder). Interfering comorbidity refers to coexisting conditions that impact upon the disease or disorder, which is the subject of the guideline, namely, via "drug-condition, drug-drug, and food-drug interactions." 9 An example of interfering comorbidity is osteoporosis in older people with Chronic
Obstructive Pulmonary Disease (COPD). 10 Medication with corticosteroids in connection with COPD negatively impacts bone density and increases the risk of fractures.
3. Older people with multimorbidity (several coexisting chronic conditions), where it does not concern a single, specific comorbid condition; The extent to which a specific focus on older people is required or desirable within a guideline may be determined by applying the criteria, as established by the Dutch Management Council for the Quality of
Care for the choice of a subject, to the target group of older people. 13 These criteria are
• the prevalence of the disease or condition;
• the level of suffering;
• the social relevance; and
• the expectation that a guideline might improve the quality of care.
The decision to focus on a specific group of older people as defined above depends on whether or not prevalent interfering comorbidity or multimorbidity occurs in the target population of the guideline. For frail older people, what will mainly be important is whether prognosis, care organisation, or outcome measures justify attention for this specific target group. The lack of scientific literature is, in itself, no reason not to pay attention to one of the groups of older people mentioned in the guideline.
So as to verify whether one of the groups of older people requires more or less focus than another, a "quick search" of the literature may be performed where older-specific evidence in the form of systematic reviews of landmark studies may be examined. It is also possible to look at the availability of adjacent guidelines (that are currently being developed), or ask for the expertise of subject matter specialists, in particular that of a specialist in geriatric medicine. It is recommended to state the decision to focus or not specifically on older people and its rationale, in the introduction to the guideline, where other considerations for the demarcation of the subject of the guideline are usually mentioned as well. Also, the target group it involves (older people, VAN 
tions that take this into account have to be made explicit.
| Considerations for participation by a specialist in aged care and organisations for older people in guideline working groups
The composition of a working group for a guideline is initially determined by the subject. On the basis of the subject, the professional groups primarily involved are approached by the initiator. When the decision has been made to focus on older people, then this does not necessarily imply that a specialist in geriatric medicine should participate in the working group. When most key questions on older pertain to relatively healthy older people or older people with an interfering comorbid condition that is (medically) treated, deployment may be limited to the provision of feedback within the framework of peer review.
In case of an interfering comorbid condition, it is also possible to consider a medical specialist in the field of this specific comorbid condi- 
| Starting questions and outcome measures
Next to outcome measures such as mortality and morbidity, it is desirable to consider outcome measures such as quality of life, hospitalisation, cognitive functioning, functional status, or treatment burden in relation to older people. In addition, the required follow-up duration regarding the outcome measures should be considered because this may be of importance in connection with the prognosis (think of the time to benefit). It is recommended to determine the relative importance of the outcome measures for this target group. The guideline development group should explicitly state which outcome measures are crucial and important.
| Systematic search for evidence
For all the search strategies listed below, the search results may be narrowed down in a later stage to articles with a high average age, or studies in which meta-analyses (of individual patient data), subgroup analyses, or results of meta-regression are reported in relation to treatment effect and interactions between treatment effect and comorbidity and/or age categories of older people.
For older people of category 1: As a general rule, the same search strategy will suffice as for younger adults.
For older people of category 2: For this category of older people, keywords for the relevant comorbid condition need to be included in the search query. With respect to guidelines limited to the geriatric population, the search strategy of the geriatrics search filter is recommended. 16 For studies on interventions, with a view to internal validity and the applicability of studies with regard to various categories of older people, combining well-performed (systematic reviews of) Randomized Controlled Trial (RCTs) and observational studies, preferably prospective cohort research, may have added value. This depends on the importance of the key question as established by the working group in the preparation stage. For studies of diagnostic accuracy, it is preferable to focus on systematic reviews on diagnostic test accuracy (assuming RCTs of diagnostic strategies are generally absent), or on studies with subgroup analyses and "age factors."
| Summarising study characteristics
For clinical studies that focus on the treatment of diseases that frequently occur in older people, a check should be made regarding whether these studies produce the required evidence for elderly people by verifying the following:
• whether older people are well represented in the studies,
• whether it concerns a representative population of older people, and
• whether the results (effectiveness and toxicity) of interventions in older people are specified separately.
3.2.5
| Determining the quality of evidence for every outcome measure as well as the overall quality of evidence
The overall quality of evidence may vary for the different categories of older people because
• various outcome measures may be used;
• the relative importance of an outcome measure may differ; and
• the quality of evidence may differ for each outcome measure, among others, due to indirect evidence.
In the event of a lack of subgroup analyses or results of meta-regressions that give information on the effects of (diagnostic or therapeutic)
interventions in older people, it may be checked whether effects for a specific outcome measure in studies that present overall results vary according to the average age of the study population or the percentage of patients with, for example, the relevant comorbidity in each study.
| Formulating and implementing recommendations
When examining the balance of desired and undesired effects for (the various categories of) older people, consider the following:
• absolute benefits and absolute risks of interventions;
• medicine interactions;
• drug-disease interactions;
• treatment burden;
• physical, mental, and emotional capacity of a patient;
• prognosis (remaining life expectancy, functional status, years spent with limitations, quality of life); and
• the values and preferences of patients.
When implementing recommendations for older people, consider
what specific impeding factors (at the level of individual care providers, at the level of the organisation, and at the level of the system) exist for their application, and in particular, how they may be addressed.
Although (national) approval and implementation is the most important but also hardest part, the finalization stage is not described in this methodology, because this stage is mostly determined by local organisation of care. By including Dutch experts in the development of the methodology, we hope that we have created some support to facilitate the implementation. Before implementing this methodology in other countries, it might be necessary to adjust the methods to the national process.
In general, it is important to involve the geriatric or internal medicine society to review the guideline before finalization if they were not involved in the development. Creating public support by involving patient as well-regulatory organisations as well as media might help in the final implementation of the recommendations for older people,
| CONCLUSION
The epidemiologic approaches described above may help guideline developers as a type of checklist that should systematically be considered during guideline development. Although, implementation of such a methodology is quite a challenge, we feel that given the risk of worse outcomes in a huge group of frail patients, researchers, guideline developers, and funding institutions should give first priority to the development of guidelines more appropriate for use in frail older persons with multimorbity.
